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DETAILED ACTION 

RE: Jiang etal. 

1 . The information disclosure statement (IDS) filed on 8/9/2004 has been 
considered. A signed copy is attached hereto. 

2. Claims 1-1 1 are pending and under examination. 

Claim Rejections - 35 USC § 112, 2 nd paragraph 

3. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

4. Claim 9 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 9 recites the term "portions of said cells". The meaning of the "portions of 
said cells" is unclear. Does it mean "portions of the cell (cell fragment e.g. 
mitochondria, cell membrane)" or population of cells? 

Claim Rejections - 35 USC § 102 

5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 
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6. Claims 1, 3, 4, 6, 7, 10 and 11 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Hadjantonakis et al. (Histochem. Cell Biol. 2001, 115: 49-58). 

Claims are drawn to a method to recover one or more desired cells from a tissue 
sample, which method comprises separating one or more living cells, contained in the 
sample, that produce a first fluorescent protein from cells contained in the sample that 
do not produce said first fluorescent protein, thereby recovering one or more living cells 
that produce said first fluorescent protein. Claims are further limited wherein said 
separating is by surgical procedures, said separating is by fluorescent cell sorting, the 
first fluorescent protein is a green fluorescent protein or a red fluorescent protein, said 
one or more living cells recovered consists of a single living cell, further comprises 
subjecting the recovered one or more living cells that produce said first fluorescent 
protein to gene expression analysis, said cells contained in the sample that do not 
produce the first fluorescent protein produce a second fluorescent protein that emits a 
different wavelength from the first fluorescent protein. 

Hadjantonakis et al. teach a method of isolating live GFP reporter-expressing 
cells from complex tissue by dissociation of the heterogeneous pool into single cells and 
subsequent flow sorting (page 56, Fig. 4). This involves the manual dissection cells and 
isolation of a region of interest harboring GFP positive cells, the subsequent enzymatic 
dissociation of the complex pool in order to produce individual cells, the live GFP 
positive cells are separated from live GFP negative cells by flow sorting (page 56, Fig. 
4, and page 55, last paragraph). Hadjantonakis et al. teach that this methodology could 
be applied to any tissue or organ of interest. Hadjantonakis et al. further teach a 
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method of simultaneously isolating multiple different GFP reporter-expressing cells 
using mutually exclusive reporters e.g. yellow and cyan fluorescent reporters (see page 
57, Figure 5 and 2 nd paragraph, left column). Because fluorescence-activated cell 
sorting measures the GFP, which is a gene expression product of GFP gene, claim 
limitations have been met. 



Claim Rejections - 35 USC § 103 

7. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

8. Claims 1-1 1 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Hadjantonakis et al. in view of Rashidi et al. (Clin. Exp. Metastasis 2000, 18: 57-60). 

Claims 1 , 3, 4, 6, 7, 10 and 1 1 and their interpretations are set forth above (see 
paragraph 6). 

Claims 2, 5, 8 and 9 are drawn to a method of claims 1 wherein the cells that 
produce the first fluorescent protein are tumor cells, the tumor cells are metastatic tumor 
cells of the lung, bone, lymph node or liver, said cells that produce said first fluorescent 
protein are present in an immuno-compromised laboratory animal, further comprises 
identifying said cells that produce the first fluorescent protein by monitoring 
fluorescence and transferring said cells to additional immuno-compromised animals. 
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The teachings of Hadjantonakis et al. are set forth above as they applied to 
claims 1, 3, 4, 6, 7, 10 and 1 1 (see paragraph 6 above). 

Hadjantonakis et al. do not teach that the cells that produce the first fluorescent 
protein are tumor cell, the tumor cells are metastatic tumor cells of the lung, bone, 
lymph node or liver, said cells that produce said first fluorescent protein are present in 
an immuno-compromised laboratory animal, further comprises identifying said cells that 
produce the first fluorescent protein by monitoring fluorescence and transferring said 
cells to additional immuno-compromised animals. However, these deficiencies are 
made up for in the teachings of Rashidi et al. 

Rashidi et al. teach that the Lewis lung carcinoma cells transduced with GFP 
gene can be transplanted to nude mice using surgical orthotopic implantation. The in 
vivo GFP-expressing tumors were then harvested and implanted as tissue fragments by 
surgical orthotopic implantation in the right lung of additional nude mice. This model 
resulted in rapid orthotopic growth and extensive metastasis visualized by GFP- 
expression. 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to use the method of Hadjantonakis et al. to isolate living 
GFP expressing metastatic tumor cells and further transplant said tumor cells to an 
immunocompromised animals because Rashidi et al. teach that tumor cell can be 
transduced to express GFP in vivo and said GFP tumor cells can be transplanted to an 
immunocompromised animals and the metastasis of said tumor can be further 
visualized by fluorescent imaging (see Fig 1 and Fig. 2). One would have been 
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motivated to use the method of Hadjantonakis et al. to isolate living GFP expressing 
metastatic tumor cells and further transplant said tumor cells to an 
immunocompromised animals because Rashidi et al. teach that this is a very important 
useful model for metastasis, angiogenesis and therapeutic studies (see abstract, last 
sentence). Moreover, one of ordinary skill in the art would have a reasonable 
expectation of success to use the method of Hadjantonakis et al. to isolate living GFP 
expressing metastatic tumor cells and further transplant said tumor cells to an 
immunocompromised animals because Hadjantonakis et al. teach that their 
methodology could be applied to any tissue or organ of interest and Rashidi et al. teach 
how to transplant the GFP expressing tumor cells from an immunocompromised animal 
to another immunocompromised animals. 

Conclusion 

9. No claims are allowed. 

10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Hong Sang whose telephone number is (571) 272 8145. 
The examiner can normally be reached on 8:30am-5:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry R. Helms can be reached on (571) 272-0832. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
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Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

Hong Sang 
Art Unit 1643 

Dec. 13, 2005 J / 




